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DETAILED ACTION 

1 . Applicants are notified tliat the location and Examiner handling the instant 
Application has changed in the Office. Please note that all further correspondence 
should be sent to Art Unit 1656 and to the Examiner signed below. 

Status of the claims 

2. The amendments to the claims filed 19 June 2008 are acknowledged. Applicants 
have cancelled claims 5, 15-20 and 32. Claims 1-4, 6-14 and 31 are pending. 

3. In an effort to clarify the record the following summarizes the status of claims 
thus far and attempts to clarify where the claims stand at the moment. 

The previous Examiner had required restriction of SEQ ID NO: 1, 2 and 3, which 
was not an election of species, but rather an election of an entire Group (see Restriction 
Requirement 25 October 2007). Furthermore, an election of species was required for 
claims 4/20 and claim 8/24. In the response dated 19 November 2007, Applicants 
elected Group I (claims 1-14) and SEQ ID NO: 1 to be examined and additionally 
elected the species fibrin in claim 4 and thymosin (3 4 (Tp4) in claim 8. Claims 8, 10 and 
1 1 were subsequently withdrawn from consideration by the Examiner for Group I as 
being drawn non-elected subject matter. 

It is noted that the restriction requirement between SEQ ID NO: 1, 2 and 3 is 
hereby withdrawn; SEQ ID NO: 1 (LKKTET ). the elected sequence is encompassed 
entirely within SEQ ID NO: 2 ( KLKKTET) and 3 (LKKTET Q). It is further noted that SEQ 
ID NO: 1 , 2 and 3 are found within the polypeptide T34 (a 43 amino acid peptide - see 
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instant specification, 1-2. paragraph 005 - wherein SEQ ID NO: 1 is amino acids 18-23; 
SEQ ID NO: 2 is amino acids 17-23 and SEQ ID NO: 3 is amino acids 18-24 of full 
length human T|34 (e.g. including the N-terminal Met) - see NCBI sequence information 
for NP_066932). 

Thus, claim 8 will be rejoined and examined with the elected claims. However, 
claim 1 now currently reads on the elected Group I AND the elected species of T[34 and 
there thus are no generic claims pending. Claims 10 and 1 1 remain withdrawn from 
consideration for being drawn to non-elected subject matter. The elected species of 
fibrin for claim 4 remains and fibrinogen, fibrin glue and collagen remain withdrawn. 

4. Thus, claims 1-4, 6-9, 12-14 and 31 are subject to Examination on the merits. 

Information Disclosure Statement 

5. The IDS filed 15 May 2008 has been received and is signed and considered, a 
copy of the PTO 1449 is attached to the following document. 

Withdrawal of Previous Rejections 

6. Upon further consideration, the rejection of claims 1-7, 9 and 12-14 under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description requirement 
is withdrawn. 

7. Upon further consideration, the rejection of claims 1-7, 9 and 12-14 and 31 under 
35 U.S.C. 112, second paragraph, as being indefinite for failing to particularly point out 
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and distinctly claim the subject matter which applicant regards as the invention. 
Thymosin p is a well known protein in the art. 

8. The rejection of claims 1 -3, 9, 1 2-1 4 and 31 under 35 U.S.C. 1 02(b) as being 
anticipated by WO 00/06190 is withdrawn. Applicants correctly point out that said 
reference does not teach an adhesive. 

9. In view of the amendments to the claims, the rejection of claims 1 -7, 9, 1 2-1 4 and 
31 under 35 U.S.C. 103(a) as being unpatentable over WO 00/06190 and Schryver et 
al., US Publication No. 2003/005551 1 is withdrawn because the composition is not 
taught as being obvious to covalently attach the individual components (e.g. and 
adhesive and a polypeptide such as SEQ ID NO: 1 or thymosin p) is covalently bound 
together. 

New Rejections/Objections 
Claim Rejections - 35 USC § 101 

10. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, macliine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claims 1-4, 6-9, 12-14 and 31 are rejected under 35 U.S.C. 101 because the claimed 
invention is directed to non-statutory subject matter. 

The claims are drawn to compositions comprising a covalently bound adhesive 
(such as fibrin) and a polypeptide of SEQ ID NO: 1 , 2 or 3 or thymosinp4. With respect 
to said sequences, it is noted that each of SEQ ID NO: 1, 2 and 3 are found within the 
full length polypeptide T34 (a 43 amino acid peptide - see instant specification, 1-2. 
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paragraph 005 - wherein SEQ ID NO: 1 is amino acids 18-23; SEQ ID NO: 2 is amino 
acids 17-23 and SEQ ID NO: 3 is amino acids 18-24 of full length human Tp4 (e.g. 
including the N-terminal Met) - see NCBI sequence information for NP_066932). 

Huff et al. (FASEB Journal, 2002 May;16(7):691-6) teach that thymosinp4 can be 
covalently cross-linked to proteins such as fibrin and collagen naturally by tissue 
transglutaminase (meets claims 1-4, 6, 8, 31). It is noted that after activation of human 
platelets with thrombin, thymosinp4 is released and crosslinked to fibrin (meets claim 4) 
in a time- and calcium-dependent manner and the covalent cross-linking of the 1(34 and 
fibrin or collagen is mediated by factor Xllla (meets claim 5), a transglutaminase that is 
coreleased from stimulated platelets. This provides a mechanism to increase the local 
concentration of thymosin (34 near sites of clots and tissue damage, where it may 
contribute to wound healing, angiogenesis and inflammatory responses (meets claim 2) 
[see Huff et al., Abstract and Discussion, pp. 694-695, especially Scheme 1 ). 

With regard to the limitation of claim 9 and that the polypeptide is recombinant or 
synthetic, it is noted that all naturally occurring is recombinant and recombines to 
produce said polypeptides. 

Thus the claimed composition is a naturally occurring composition and there is 
nothing about the instant claimed invention that shows the hand of man and thus it 
constitutes non-statutory subject matter. 
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Claim Rejections - 35 USC § 102 

1 1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

12. Claims 1-4, 6-9, 12-14 and 31 are also rejected under 35 U.S.C. 102(a) as being 
anticipated by Huff et al. 

The teachings of Huff et al. are recited above. It is further noted that while the 
composition is a naturally occurring one as disclosed above, Huff et al. also teach the 
composition in isolation. Specifically isolated T|34 was covalently cross-linked to fibrin 
or fibrinogen or collagen or actin (see Figures 1-3, and p. 693, 1®' column, last 
paragraph to 2"^^ column, 1®' paragraph) and the covalent cross-linking of the two 
catalyzed by isolated transglutaminase (Factor Xllla). 

The concentrations of fibrin to T34 was 0.2U to 0.04 mg/ml which meets the 
molar ratios of claims 12-14. 

An additional experiment was performed with isolated human thrombocytes and 
was a composition wherein Tp4 was covalently cross-linked to fibrin by naturally 
occurring Factor Xllla which was naturally present in the composition (see p. 693, 2"^^ 
column, last two paragraphs). Furthermore, one skilled in the art would expect the 
cross-linking to occur for any form of Tp4 as well. 
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Response to Arguments 

1 3. Applicant's arguments, filed 1 9 June 2008, with respect to the previous Office 
action have been considered. All of the previous rejections of record have been 
withdrawn for the reasons recited in Sections 4-7 of the instant Office action. 



Conclusion 

14. No claims are allowed. 

1 5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SUZANNE M. NOAKES whose telephone number is 
(571)272-2924. The examiner can normally be reached on 7.00 AM-3.30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr Bragdon can be reached on 571-272-0931 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Suzanne M. Noakes/ 
Examiner, Art Unit 1656 
30 September 2008 



